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e Description: 1747 trial to study interventions for

scurvy
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« Site: Onboard the Salisbury at sea
o Study Design
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— Participants: Twelve sailors with scurvy PV e,
— Six treatment arms (n=2 per arm) e itmon e
e Cider el
« Elixir vitriol il e o8
* Vinegar ——

Sea water
Concoction of spices, garlic, and mustard seeds
Oranges and lemons

 Publication: One (A Treatise of the Scurvy [1753])




 The clinical research enterprise is rapidly
expanding in scope and complexity.

 Clinical research projects are no longer solely local
endeavors of large academic medical centers.

 As the landscape has grown in complexity, so have
the requirements for the conduct and oversight of
clinical research.

— Growth by accretion and in a fragmented
manner

— Oversight policies often still reflects a time when
clinical research was a local enterprise
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Priority Issues, ldentified Threuglh
rioelclrrlelg Corislrel
Adverse event reporting

Clinical trial data and safety monitoring

Applicability of privacy requirements and HIPAA to
clinical research

Models of IRB review
Best practices in informed consent

Variable interpretation of human subjects
regulations

Science, safety, and ethics in clinical trial design
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 Promote clear, effective, and coordinated policies

and regulations for the conduct and oversight of
clinical research

 Maintain the integrity and enhance the
effectiveness of federal and institutional systems of
oversight

 Methods
— Develop tools and resources

— Build partnerships and new models of interaction
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e NIH Liaison to:

— HHS Office of Human Research Protections
(OHRP)

 NIH representative to Secretary’s
Advisory Committee on Human
Research Protections (SACHRP)

— Food and Drug Administration (FDA)

e Co-Chair the NIH/FDA Clinical Research
Task Force
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Current Adverse Event Reporting

 Divergent federal reporting
policies

 Divergence creates confusion,
non-compliance, increased
costs

 Poor quality of information
— No standards
— Incomplete reports

 Deluge of AERs that cannot be
Interpreted in multi-site trials

 Potential for negative effect on
protection of human subjects




« Charge

— Propose specific means for promoting
harmonized and streamlined federal
requirements for reporting, analyzing, and
communicating adverse events in clinical
research

« Member Agencies

« FDA * VA

e OHRP * NIH (chair)
« AHRQ « CDC

e DoD

o Stakeholder Input Strategy

— Focus groups with individual agencies, IRBs,
Pls and industry



EAET Objectives

1. Agencies will speak the same language

2. Develop best practices blueprint for
reporting, analysis, and application of
safety information

3. One core AE report that Pls can sent to
multiple agencies

— Basal Adverse Event Report (BAER)



How was the BAER developed?

Collect Data

Requirements
ICH E2B, MedWatch,

VAERS, CDC Form - CDC
1254 and 1254.S

MedWatch, VAERS,
Army HSRRB iy m

Report Form

ICH E2B,

MedWatch, VAERS sl

ICH E2B, MedWatch,
VAERS, Selected NIH

Templates; NCI DE m—-

Repository; AER systems

OHRP Guidance

May 2005 ===

MedWatch, VAERS,
VA Form 10-0420




Key Features; ol BAER

« BAER utilizes existing data standards for
AE reporting

— International Conference on
Harmonization (ICH) E2B

— Health Level 7 (HL7) Individual Case
Safety Report (ICSR)

« BAER encompasses all forms of clinical
research, including interventional studies
(e.g., drugs, devices, biologics) and
observational studies



e |Investigators and practitioners will be able to
draw upon a single streamlined data set to
report:

— Safety information to:
 Multiple agencies
 IRBs and DSMBs
— Unanticipated problems
— Post-market adverse events to FDA
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« Enhances protection of human subjects and
patients by enabling a more uniform and
streamlined approach to adverse event
reporting

— Provides standards and promotes
completeness of data

— Improves quality of data

— Facilitates analysis of information



Monving Eenwars

Briefed the Secretary’s Advisory Committee on
Human Research Protections (July 31, 2006)

Further engage IRB and research community
Web-based application for testing
Federal Implementation (Phased Approach)

— Target 2007- 2008
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Science, Safiety, and Ethics in
Cliriiezl Trizl Dasir)

 Proper trial design Is critical to ensuring the
scientific validity, safety, and ethics of clinical
research

o Different design choices have different
iImplications for:

— Applicability of research results to clinical
practice (“bedside to practice”)

— Utility of early studies in demonstrating
feasibility and safety (“bench to bedside”)
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Medical Practice

e Standard of Care
e Usual Care

_ ) W A2

Research Bedside



« Co-Sponsored by FDA,

¥ 7N
7( Considering Usual Medical Carein = OHRP, AHRQ, CMS, DoD,
Clinical Trial Design: DVA and NIH
Scientific and Ethical Issues
L « Outcomes
R /A — Meeting proceedings
' wc%,)e and video archive
L e — “Points to Consider”

- ﬂ!?"-‘
regarding usual care In

design and conduct of
randomized controlled
trials

 Requests for follow-up
conference
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Medical Practice

Bench
e Phase 0 e Standard of Care
» Microdosing ' &1 : e Usual Care
i i - » #vf__ '
e First in humans |
e Adaptive trial design ‘\ =~
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Research Bedside
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e Historically IRBs

— Conceptualized at a time when primarily large
academic institutions conducted human research

— Established as a local, institutional body
— Obligated to consider local context

o Shifting paradigm
— Research increasingly a collaborative enterprise
— Growing prominence of multi-site trials

— Central and other alternatives to local IRB review
Increasingly attractive

« Efficiency
e Consistency



How: can IRB review models, be optimizediing
| | anlclscage?

« Alternative IRB Models Emerging
— Commercial (e.g., Western, Chesapeake)
— Reciprocal IRB review (MACRO)
— Consortia (BRANY)
— Facilitated review (NCI CIRB)

e |nstitutions are resisting alternative IRBs*
due to:
— Liability concerns
— Desire for local control
— Misunderstanding of federal policies

LAcademic Medicine, July 2004



National Conference —

November 20-21, 2006

Save the Date
November 20-21, 2006

S p O n S O rS Program runs 8:30 a.m.~5 p.m. on Monday, November 20, and 8:30 a.m~12:30 p.m. on

Tuesday, November 21. Registration will open at 5 p.m. on Sunday, November 19.

NIH CRpac, OHRP, VA, .
DoD, AAMC, ASCO, National Conference on Alternative
PRIM&R. AAU. COGR IRB Models: Optimizing Human
COSSA. NACUA ! ~ Subject Protection

Explored: e T v

Washingtan, DC

Shared responsibility
between institutions and
independent review boards

@‘PL INS N
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s
~_"AAMC ASC®

AMERICAM SOCETY 0o CLINICAL ONCOLODY

Characteristics of
alternat|ve |RBS and |mpaCt Co-sponsored by: AAU, COGR, COSSA, DOD, NACUA, and PRIM&R
on quality of review

Everyone is welcome to attend, but the conference is designed especially for individuals who
are involved in decisions about whether their institutions should use an alternative to local IRBs,
for example, institutional officials, institutional legal counsel, investigators, sponsors, subjects

L I ab I I I ty I S S u es and their advocates, representatives of trial management organizations, research deans, IRB

chairs and members, IRB administrators, and government regulators.

Economic considerations
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Informed Consent

NIH Euiance on Informed Consent for Gene Transfier Research - Nets ° P r O C e S S eS an d eX p e C t at I O n S h aV e
become increasingly more
NIH Guidance on Informed Consent comp lex
Biotechnology .
Activis HorGene fransir Kescarch « Esp. for certain areas of

research (hi-tech, hi-risk)

Introductionto
Guidance

e Need for tools and resources to

Communication about

Participants

e Sty ; Ll optimize the effectiveness and

value of the informed consent
process

 Pilot project developed with
OHRP, FDA, RAC

— Informed consent for gene
transfer research

— http://lwww4.od.nih.gov/oba/ra
clic/




Clinical Research Continuum

Specimen

IRB Review Collection and Reporting
Analysis

Clinical Trial
Design

Protocol
Authoring

Enrollment Monitoring AEWATES



OSILEIIES
« Disharmony in regulations and
policies

— Creates barriers to biobanking and
sharing data

e Guidance needed to clarify

complex issues

— e.g., ownership, intellectual property,
return of research results

« Two tiered approach:

— Trans-NIH Task Force
« Common framework for addressing ELSI issues

— Trans-HHS Task Force
« OHRP, FDA, AHRQ, CDC, NIH
 Work toward more consistent policies



* |sthe HIPAA Privacy Rule
adversely affecting clinical
research?

— Examples:

 National clinical
research networks

 Phenotypic datasets

Need for more systematic
iInformation regarding the
Impact of the Rule

— Institute of Medicine
study planned
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Data Sailet

Current Policy

— All NIH clinical trials must have a data monitoring
plan; certain types require a DSMB

Need to Clarify
— When DSMBs are necessary

— Roles and responsibilities of DSMBs with regard to
other clinical trial monitoring mechanisms

— Best Practices and Standard Operating Policy and
Procedures
Best practices in data review

Independence of DSMB members from trial, institution,
agency/sponsor

Roles and responsibilities — operational or advisory?
Lines of communication
COl screening
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Clinical Research

Policy Analysis & Coordination

Home Program Overview

Clinical research is one of the nation's most vital undertakings, leading to improved medical care, new diagnostic,
preventative, and therapeutic methods, and improved guality of life for patients and their families. It is widely
recognized, however, that the efficiency and effectiveness of our system of clinical research is hampered by variahility
in regulations and policies that pertain to the conduct and aversight of clinical research. This has created inturn a
measure of burden on the research community to understand and fulfill multiple requirermnents that may be duplicative
or even conflicting, This variability exists among various federal agencies that support and oversee clinical research, as
Conferences and Meetings well as among the Institutes and Centers of the NIH itzelf,

Program Overview

Issues and Activities

The MIH has created a Clinical REesearch Policy &nalysis and Coordination (CRpac) Program to serve as a focal point for
Key Policies & Regulations the ongoing harmonization, streamlining, and optimization of policies and requirements concerning the conduct and
oversight of clinical research. The CRpac program reflects the responsibility of the MIH, as the lead federal agency
supporting clinical research, to promote the efficiency and effectiveness of the clinical research enterprise, in part by

Tools and Resources facilitating compliance and oversight.

Contact Us The CRpac Program, housed within the Office of Science Policy in the Office of the WIH Director, works on an array of
issues and activities on behalf of all MIH components, The program's objective is to develop and implement
coordinated policies and practices reflective of the needs and points of view of MIH's varied aorganizational components
and stakeholders. CRpac staff work closely with other Federal agencies and offices that have responsihilities
concerning the aversight of clinical research, including the Office of Hurman Research Protections, the Food and Drug
Administration, the Departmment of the YWeterans Administration, the Department of Defense, and other Federal
agencies that have adopted the Common Rule,

Some specific foci for this effort include:

e Harmonizing diverse adverse event reporting requirements;

« Clarifying the respective roles and responsibilities of Data Safety and Monitoring Boards (DSMBs) and other
review mechanisms;

o Clarifying policy where variahility in the application of the human subjects regulations exists;

#« Examining the characteristics and features of various models of IRB review and considering their advantages for
forms of research activities;

*« Studying various approaches to providing informed consent and sharing best practices; and

¢ Creating dialogue on promoting science, safety, and ethics through clinical trial design, J

& 5tart| & [ & || calendar - Microsoft ... €] CRpac - Microsoft Intern. . | @& scTRevised.ppt S 10 [N 10:10am




CRpac Coniact

[ —

Clinical Research Policy Analysis and
Coordination Program

Office of the Director
Office of Science Policy

National Institutes of Health

Website: http://crpac.od.nih.gov
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